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Remarks 

Upon entry of the forgoing amendment, claims 31-70 are pending in the 
application, with claims 31, 33, 35, 36, 48, 60, 61, and 70 being the independent claims. 

New claims 61-70 are sought to be added. Support for new claims 61-70 may be 
found throughout the specification and Figures. For example, support for claims 61-63 
may be found on p. 1 1, Ins. 13-28; p. 15, Ins. 15-16; p. 19, Ins. 24-30; p. 21, Ins. 7-16, p. 
24, In. 24 to p. 30, In. 23; p. 32, Ins. 10-20; p. 34, Ins 15-21; p. 58, In. 1 to p. 60, In. 28 
and Figures 1 A, IB, 5A-5D, 6A-6D, and 7A-7D. Support for claim 64 may be 
found e.g., in the passages listed above, along with at p. 43, In. 14. Support for claims 
65-68 may be found, e.g., in the passages listed above, along with at p. 42, In. 28 to p. 
43, In. 6. Support for claim 69 may be found, e.g., in the passages listed above, along 
with at p. 43, Ins. 19-20. Support for claim 70 may be found, e.g., in the passages listed 
above, along with at p. 35, Ins. 12-19; p. 45, In. 25 to p. 46, In. 13; p. 47, In. 20 to p. 48, 
In. 6; p. 48, Ins. 18 to p. 49, In. 26; and p. 50, Ins. 1-8. 

The addition of the new claims is believed to introduce no new matter. 
Applicants respectfully request that this Preliminary Amendment be entered by the 
Examiner. 

For the Examiner's convenience, a copy of all of the pending claims, including 
those in the present Preliminary Amendment, are attached as Appendix A. 

Respectfully submitted, 

Sterne. Kessler, Goldstein & Fox p.l.l.c. 

Joseph S. Ostroff 
Attorney for Applicants 
Registration No. 39.321 

Date: 1 J (/ 3 0 

1 100 New York Avenue. N.W. 
Suite 600 

Washington. D.C. 20005-3934 
(202) 371-2600 
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Claims 61-70 have been added. 
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Appendix A 



Pending Claims: 

31 Am e th odfo r de t e rmi n i n g a tl eas,o„eprev i ous ly un i den,i fi ed bl o 1 o gI ca. 

by a molecule indicates thai .he molecule binds ,o said targe, protetn; 

(b) generating, front step (a), a firs. lis. of molecu,es that tnodtfy .he stah.hty 

of said target protein; 

W comparing sa,d firs, «s, front step (b, ,o a, lea, one second Its, of 

P roun of proteins which share biological function; and 

8 " d d e,er m inin g ifan ym o,e CU ,eins al dfirs,,,s,fro m s,ep ( b ) is,ncl U ded,„ 
said second fis, front step <c>, .hereby deternttmng a, leas, one previous, umden.tfied 
biological function of said targe, protein. 

32 The m e«hodofcla,m3,.whereinsa,dscreenings,ep(a)eomprises-. 

dtfferentmoleculesineachofamultiplicityofcontatners; 

W ,rea„n g sa,dtarge,pro,e,n,neacho f sa,d m u„,phci,vofcon,a,ners,o 

rause said target protein to unfold; 

(a3) Isuting,neachofsai d con,a,ners aP h y s,ca,changeassoc,,ed W ,,h 

the unfolding ofsaid target protein; 

(a4) generating an unfolding curve for satd tar g e, protetn for each 

the absence of any ofsaid multiplicity of different ntolccules; and 
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(a6) de—gwhether^ofsaidmuWofdifferent.no.ecuies 
mo dif,es me suabi.nyofsaid target P-in, wherein a .odifcation in s.b„ Ity ,s 
indicated by a change in said nnfolding curve. 

33. Amethodfordeternhn.nga.ieastoneprevious.yunidentifiedh.oiogica, 

function of a target protein comprising: fira , ist of 
W screening a multip.icitv of dtfferent nroiecu.es from a firs, hst of 

mo lecule indicates that the molecule binds to said target protetn 

W generating, from step (a), a second Hst of molecules that modtfy 

sald second hst from step <b), thereby determining a, leas, one previous* umdenhfed 
biological function of said target protein. 

34 The method of claim 33. wherein said screening step fa) comprises: 

different molecules in each ofa multiplicity of containers; 

W rreadngsaid^etpro.einineacbofsaidmu.hp.icityofcontamersto 

rause said target protein to unfold; 

a3) measurmgmeachofsa.dcontainersaphystcalchangeassocatedwhh 

the unfolding of said target protein; „u nf<ia id 
(a4) generating an unfolding curve for sa,d target protem for each of sa,d 

^^^^^^^^^^ 
mherul.dingcurvesandto.^theunfold.ngcurve obtained for said target protem m 

,he absence of any of satd multiplicity of different molecules; and 
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indicated by a change in said unfolding curve. 

35 Am eihodfordeterm,nin ^Ueasionep.eviou^unidendfledoioio.ieai 

stability of proteins which share biological function. 

36 .mcthodfordete—atieastonepreviousiyunidentifie db.ologica, 

pro,ein; (b) 

unfoiding curve of said target protein; ^ rf 

s a,d second iis. from step (c). thereby determmmg a. leas, P 
biological function of said target protem. 

„ The method of claim 36. wherein said screening step (a) comprise, 

d nrotein with one or more of said multiplicity of Afferent 
(al ) contacting said protein wun o.i 

m0 lecules in each of a multiplicity of containers: 

(a2) „eatingsaidmultiplic 1 .yofcon,ainersfroms.ep(al). 
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(a3) me asuringineachof S aidc„ntai,ers aP^a^— Wlth 
(a4 ) generat.nga.hermalunfoldmgcurveforsa.d.arg 

the thermal unfolding curve of said protein. 

, 0 I hiftm e thermal unfolding eurve of said, argetprote.n. 

39 Th emethodofelaim37.where 1 n,nsa,dhea,ings t ep(a2),said 
mu «i P ,iei,y of containers is heated simultaneously. 

40 X heme,hodofo,a, m 37.where 1 nsa I dstep(a4Uunhereomprises 

. rature (T ) from the thermal nnfoldmg curve, and 

determining a midpomt temperature (TJ rf ^ 

absence of any of sa,d different molecules. 
abs „rhanceofligh,hysa,deo„ten,sofeachofsa,dcon,ainers. 
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42 :::: d 

targetprol e inW i.hafl»o reS ce„ce probe represent —ho 

containers and wherein said step (a3) each of said multipl ici.y of 

(i) exciting said fluorescence probe molecule, 

. • «tpn fa3Xii) further comprises 
.u j «f rlaim 42 wherein said step la^A 1 J 



a time. 



^tbefluoresceneeflomasubsetofsaid.u.tip^o.onta.ners 
simultaneously. 

ctpn fa3)(ii) further comprises 
, j f oicim 42 wherein said step (aj a«) 

^jrrn~-~»— — * 
- -"•-"'•'-".rr.::^"- 

(i) exciting tryptophan residues m sa!d targe p 

47 ^tnetbodofe.at.^ — saidtnultip.iei.ofeontatnersinst. 
(al)c o m pnsesamul,ipUeityofwensinamiero P la,e. 

48 Am et h od f0 rde t er m inu 18 a l ,eastone P re,,ous, y unide„,,fledb,o, OB ,ea, 



-6- 



Pantoliano et al. 
Appl. No. 10/057,940 



P ro,ein; , ,„•, . second list of molecules that modify the 

(b) generating, from step (a), a second 

stability of said target protein; ^ (a) „ included in 

(c) d e,ermining if any molecule m sa,d 

sa,d second lis. from step (h), thereby determmmg a, leas, 
biological function of said target protem. 

c , as wherein said screening step (a) comprises: 

i zzzzi — . — 

^-^=-"».- 

other thermal unfolding curves and to a * ^ - 

the thermal tmfolding curve of said protein. 

t0 ! hift the thermal unfolding eurveof said targe, protetn. 
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51 xhem e thod o f c,a, m 4 9 , — insa id hea,„ g s,ep<a2),sa ld 
mult iplici.y of containers is heated simu.taneously. 

„ Them e th ooofc 1 ai m 4,, wh ere 1 n S a,as t e P (a4) f nnh= r con 1 pnsos 

5Z , a Hrora the thermal unfolding curve; and 

determtning a midpo.nt temperature (T J from ^ ^ 

absence of any of said different molecules. 

53 Th emethodofc,a,m4, W here,n S a,ds,ep ( a3,comprisesmeasur 1 ngthe 
^rhanceofhghthysaidcontentsofeachofsatdcontainers. 

• ■ a rfP n (an comprises contacting said 
u j fnl n im49 wherein said step (a 1) corny 

■a rf,. n fsriVifi further comprises 
*u ^frlaim54 wherein said step (ai)UU^ 

— 

a time. 

56 xHemethodofclaim^.whereinsaidstep.aBXi^nhercomprises 
^theLescencefromasuhsetofsatdmultiplicityofcontamers 

simultaneously. 

n h f claim 54 wherein said step (a3)(ii) further comprises 

_:.rrr- — 
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58 Th e m e,ho d o f c 1 a i m49,whe r e i „ S a i ds,ep(a3,co m pr,es 

— : of rz — — — *— 

m,,ltinlicitv of wells in a microplate. 
(al) comprises a multiplicity ui 

functionofatargetproteincomprising. biol „ g ical function of 

determining at ieas, one previously umdenttfied 

, , *« shift the thermal unfolding curve of said target 
said target protein if molecules that sh.ft the ^ 
pr „,ein shift the thermal unfolding curves of protems 

61 Afunctiona.probe.ihra.fordeterminingat.eastoneprcviousl, 

ura dent,fted hiologica, function of a up of . plur ahty of 

functional groups and mumcsthereo, p a plurality of lipids, a 

t0 modify the stability ol a group ot protems wh 

62 Thefu „ctionalprohe„hraryofc,aim6,.whereinoneormoreofsaid 
com pound S are provided in separate wells of a nuerotiter plate. 
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is provided singly in a microliter plate well. 

sa , dm ,erot,,erp,a,eeae h co„,ai nfrom ,, L to,00, L o f tota.— . 

96 wells. 
384 wells. 

c , ■«> wherein said microtiter plate has 
67 . The functional probe library of claim 62, wherem 

864 wells. 

f nmfi9 wherein said microliter plate has 
68. The functional probe library of clarm 62, where! 

1536 wells. 

r i • wherein said microtiter plate is a 
69 . The functional probe library of claim 62, wherem 

polypropylene plate. 

70 Ana ppara t us f orde t erminin g a t .eas t onep re viou S . y uniden t ined 

« f " St tot COndUCtm8 " I of said samples comprising said targe. 

r^sourcedisposedad.aceat.osaidnrstneatconductmgMocK, 
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a fluorescence cession sense, d.sposed adjacent to sard firs, beat conducing 
WOCk; lis for process a spectra, emission signa, obtatned fro, said fluorescence 

HeiaLapWityofrne^^^^ 
nlurality of natural products; and 

' Ireinsaidfuncfionaipro.efibraryfiasasnfficientdiversiryofconrpounds.o 
determine at .east one previous* unidentified mo.ogica, function of me targe, protem 
tnmemuHipUci.y of compounds front the function, probe fibrary are tested u,n g 

^Iconrparedtoaiistofcompounds^tontodifythestabtfityofagroupof 
proteins which share biological function. 



